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Introduction
Cerebral small vessel disease (CSVD) is the most common cerebrovascular dysfunction, and one of the leading causes of dementia and strokes in older adults (Pantoni, 2010) . As an ischemic biomarker of CSVD, the accumulation of white matter lesions (WML) has been closely associated with cognitive decline (Prins and Scheltens, 2015) . In addition, WML have been found to be prominent in both middle aged (Wen et al., 2009 ) and general ageing (Maniega et al., 2015) populations. However, due to technical limitations and the historical perspective of global effects of cerebral structural degeneration on cognition and neuropathology, the vast majority of studies investigating the relationship of WML with cognition have focused on global WML, disregarding location information (Biesbroek et al., 2017) .
With the growing acknowledgement that periventricular (PVWML) and deep (DWML) WML have different albeit overlapping etiologies and risk factors (Sachdev, 2005) , and that lobar WML are associated with characteristic cognitive domains (van der Vlies et al., 2013) , studies have started to investigate localized WML in relation to cognition and neuropathology. Finer mapping of WML to strategic white matter (WM) fiber tracts, and lacunar infarcts onto subcortical structures, has also been examined in more recent lesionsymptom mapping (LSM) studies (Biesbroek et al., 2017) . In these studies, processing speed and executive function have been commonly associated with CSVD-related lesions on two strategic WM tracts, anterior thalamic radiation (ATR) and forceps minor (Biesbroek et al., 2016; Duering et al., 2011) . Additionally, processing speed has also been associated with cingulate cortex, forceps major and corticospinal tract (CST) (Duering et al., 2013; Duering et al., 2011) , and executive function has been linked with lesions on superior longitudinal fasciculus (SLF) (Biesbroek et al., 2013) . Available studies have also suggested associations A C C E P T E D M A N U S C R I P T 5 of memory with forceps minor and forceps major tracts (Biesbroek et al., 2016; Duering et al., 2011) .
Studies investigating the relationships of lesions on different strategic WM tracts with cognitive domains, have been undertaken in several different cohorts, including disease cohorts of individuals diagnosed with cerebral autosomal dominant arteriopathy with subcortical infarcts and leukoencephalopathy (CADASIL), arterial diseases, stroke, and CSVD. Findings from the two community-based studies which examined LSM were inconsistent (Duering et al., 2014; Smith et al., 2011) . This makes drawing conclusions from available findings tenuous and needing caution. Moreover, although some studies have taken into account the probability of the WML voxels belonging to each WM tract (Duering et al., 2014; Duering et al., 2013) , others have applied a 10%-25% threshold to binarize the probability atlases (Benjamin et al., 2014; Biesbroek et al., 2016; Duering et al., 2011) which ignores the information contained in the probabilities, and may make any conclusions dependent on the choice of threshold. In addition, it is still unknown if the relationships between regional WML and cognition are independent of the association between grey matter (GM) volumes and cognition, given that WML and GM atrophy share similar risk factors and are significantly correlated with each other (Raji et al., 2012; Wen et al., 2006) .
In this study, we examined the relationship of WML burden on strategic WM tracts with cognitive domains, including processing speed, executive function, memory, language and visuo-spatial function, as well as diagnostic classifications [mild cognitive impairment (MCI)
vs. cognitively normal (CN)], in a large community-based cohort of non-demented older adults. WML maps were generated from a fully automated pipeline for WML segmentation, , an extension of UBO Detector which is described in the current paper. We hypothesized that WML burden on strategic WM tracts would not contribute equally to different cognitive domains, and that the association of regional WML with cognition was independent of global structural deficit, including global GM and WM atrophy.
Materials and Methods

Study sample
The study sample was drawn from Sydney Memory and Ageing Study (Sydney MAS), a community-based study of non-demented older adults aged 70-90 years at baseline living in Sydney, Australia (Sachdev et al., 2010) . Individuals were excluded if they had a previous diagnosis or current evidence of dementia, mental retardation, psychotic disorder including schizophrenia or bipolar disorder, multiple sclerosis, motor neuron disease, developmental disability, or progressive malignancy. 1,037 participants were finally included in the baseline of Sydney MAS.
Five hundred and thirty-nine of the 1,037 participants received MRI scans. Since insufficient English skill may significantly confound the performance in neuropsychological tests, we further excluded 73 participants with non-English speaking background (i.e. not speaking English in the conversational level since the age of less than 10 years). Therefore, 466 participants were included in the current study.
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MRI acquisition
Two hundred and forty of the 466 scans were acquired from a Philips 3T Intera Quasar scanner (Philips Medical Systems, The Netherlands), whereas the remaining 226 participants were scanned on a Philips 3T Achieva Quasar Dual scanner. A dummy variable indicating scanner has been used in all statistical analyses to account for any scanner differences. The two scanners were set to the same scanning parameters:
T1-weighted MRI -Repetition time (TR) = 6.39 ms, echo time (TE) = 2.9 ms, flip angle = 8º, matrix size = 256 × 256, FOV (field of view) = 256 × 256 × 190, and slice thickness = 1 mm with no gap in between, yielding 1 × 1 × 1 mm 3 isotropic voxels.
T2-weighted Fluid Attenuated Inversion Recovery (FLAIR) sequence -TR = 10000 ms, TE = 110 ms, inversion time (TI) = 2800 ms, matrix size = 512 × 512, slice thickness = 3.5 mm without gap, and in plane resolution = 0.488 × 0.488 mm.
Neuropsychological assessment and diagnostic classification
The component tests of the five cognitive domains, namely processing speed, executive function, memory, visuo-spatial function, and language, in Sydney MAS have been described previously (Sachdev et al., 2010) , and summarized in Supplementary Table 1 
averaging the domain scores. All domain and global cognition scores were standardised so that the reference group had means and SDs of 0 and 1.
The diagnosis of MCI was made according to international consensus criteria (Petersen, 2004; Winblad et al., 2004) : 1) a subjective complaint of decline in memory or other cognitive function; 2) cognitive impairment as shown by performance 1.5 standard deviation 
to determine WML clusters. Default settings with k = 5 and probability threshold of 0.7 were used for the WML segmentation in the current study. Results were manually checked for segmentation quality. Five scans were excluded due to significant scanner artefacts.
WML mapping to strategic WM tracts using TOPMAL TOPMAL is a toolbox to map CSVD-related lesions to brain atlases, including John Hopkins University (JHU) WM Tractography Atlas (Hua et al., 2008) and Harvard-Oxford Subcortical Structural Atlas (Desikan et al., 2006) . The output can be directly used for region of interest (ROI) LSM analyses (Biesbroek et al., 2017) .
TOPMAL was developed as an extension of UBO Detector (https://cheba.unsw.edu.au/group/neuroimaging-pipeline) which is an automated pipeline for WML extraction. It can also be applied to the anatomical mapping of other types of CSVDrelated lesions, such as lacunar infarcts, dilated perivascular space, and microbleeds. In the current study, we used TOPMAL to map WML to JHU WM atlas. The WML masks from UBO Detector were in a standard space (DARTEL space) (Ashburner, 2007) , which enables further analyses regarding the location of lesions. Flow field map was applied to JHU WM atlas to bring it to DARTEL space, and the resultant atlas was then applied to WML maps derived from UBO Detector. The resultant image contained the regions of WML overlapping with strategic WM tracts on JHU WM atlas.
Lesion loading calculation
In TOPMAL, the lesion loading takes into account the probability of each WML voxel belonging to the WM tract. Each voxel has a series of probabilities, treated here as weights,
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where N vox is the number of voxels in the MRI scan; WML i denotes whether voxel i is WML or non-WML (i.e. 1 or 0); and WMT_prob i is the probability of voxel i belonging to the WM tract.
Fractional loading for a WM tract is defined to be the standardized absolute WML loadings, which takes into account the weights of all voxels with respect to the tract. This quantity is useful for within-subject between-tracts comparisons of WML loadings. TOPMAL also returns, for each strategic WM tract, the number of WML voxels for which the probability of belonging to the WM tract is greater than 0 ( WMT ∩ WML ). In addition, TOPMAL also calculates total void loadings to indicate the sum of WML loadings for voxels not belonging to strategic WM tracts in the JHU WM atlas (see Supplementary Text for more details).
Total GM and WM volumes
The standard FreeSurfer processing pipeline (Fischl et al., 2002) was applied to T1-weighted scans for brain tissue segmentation, and total, cortical and subcortical GM volumes as well as
total WM volumes were calculated. The segmentation was manually checked and edited following the procedures described on https://surfer.nmr.mgh.harvard.edu/fswiki/Edits.
Statistical analyses
The association between WML and cognition was assessed using the absolute WML loadings, as defined above. For total GM and WM volumes as well as cortical and subcortical GM volumes, the effects of intracranial volume (ICV) and scanner were removed by regression, with the residuals being used in the following analyses. For total WML, PVWML and DWML volumes calculated in DARTEL space, adjustment was made only for scanner, but not ICV. All results were reported in raw p-values. Those survived Bonferroni correction for multiple tests for the 20 WM tracts were also marked and reported. Mathematical equations of the applied statistical models have been included in the Supplementary Text.
Regression analyses were carried out to examine the relationships of global structural measures (total, cortical and subcortical GM, total WM, total WML, PVWML and DWML volumes) and WML loadings on strategic WM tracts with cognitive domain scores (processing speed, language, executive function, visuo-spatial function, and memory scores, as well as global cognition score). In each instance, the cognitive domain score was the dependent variable while a global volume or regional WML loading measure (adjusted for scanner and ICV if appropriate) was the independent variable. Additionally, demographic variables were taken into account by including age, sex and years of education as covariates.
Association is tested using the standard Wald test for whether the coefficient of the neuroimaging index is equal to 0 (i.e. no association) or not. For those indices found to be significantly associated with cognition, hierarchical regression analyses were then carried out, to examine the additive effect of each of these neuroimaging indices on cognition in Similarly, to investigate differences between CN and MCI, logistic regression models were used. In this case, the dependent variable was CN or MCI (coded as 0 and 1 respectively).
The independent variables were again each of the neuroimaging measures and demographic variables. Significant of differences was determined using the Wald test for whether the coefficient of the neuroimaging index is equal to 0 or not in the regression model.
Fractional WML loadings were used for between-tracts comparisons. Specifically, we used a one-way repeated measures ANCOVA to determine if the mean level of fractional WML loadings differed between the 20 strategic WM tracts in the JHU WM atlas, adjusting for demographic factors (age, sex and education level) and scanner. Specifically, we tested the null hypothesis that 1 = 2 = ⋯ = 20 , where is the mean fractional WML loadings for the WM tract i, against the alternative that they are not all equal. After testing for overall differences, post-hoc comparisons between each of the pairs of WM tracts were then conducted, using the Bonferroni correction for multiple comparisons.
Results
Characteristics of the Study Sample
The characteristics of the study sample are summarized in Table 1 . The age range was 70 -90 years, and the duration of education ranged from 3 to 24 years. The output from TOPMAL for Sydney MAS has been summarized in Supplementary Table 2 . Total void loadings were,
on average, over five times greater than the sum of WML loadings on strategic WM tracts (range 2.08 -26.99).
The Associations of Global Measures with Cognition
All tested global structural measures were associated with processing speed and global cognition after Bonferroni correction ( Accounting for total WML volumes in additional to demographic factors attenuated some associations between regional WML and cognitive domains, but the ones of WML loadings on bilateral CST and right SLF (including temporal part) with processing speed, left CST and right SLF with executive function, as well as bilateral CST with global cognition, were still significant at the level of p < 0.05 (Table 4 ). All associations of WML loadings on strategic WM tracts with cognition survived further adjustment for total, cortical and subcortical GM volumes as well as total WM volume (all p < 0.05), suggesting that the associations were independent of GM and WM atrophy.
Different Contribution of Regional WML and Global Measures to Cognition
For the cognitive domains that were significantly associated with both regional WML loadings and global structural measures, hierarchical regression analyses were undertaken to test how much variance in these cognitive domain scores was explained by regional WML loadings and global measures (Table 5 ). Total WM volumes explained the highest proportion (5.2%) of variance in processing speed scores among all the regional and global measures.
This was followed by the 4.3% of variance explained by left CST and 3.9% by right CST.
Executive function was only associated with WML measures, and regional WML loadings explained more variance in executive function than global WML volumes. Specifically, WML loadings on left CST accounted for the most variance (4.6%) in executive function scores, followed by right SLF (4.1%). For global cognition, 4.5% of the variance were accounted for by total GM volume, with more contribution from cortical (3.6%) than
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15 subcortical (2.3%) region. Total GM volumes (6.3%), especially cortical GM volumes (6.5%, subcortical 2.3%), accounted for more variance in visuo-spatial function than total WM (2.7%).
Between-Tracts Comparison of WML Fractional Loadings
Forceps major showed the greatest fractional WML loadings among the 20 strategic WM tracts, whereas right cingulum (cingulate gyrus) had the least fractional loadings (Figure 1 ).
Bonferroni p-values of the pair-wise comparisons of WML fractional loadings among the 20 strategic WM tracts are shown in Supplementary Table 3 .
Discussion
In a community-based cohort of 461 older individuals, we examined the associations of WML loadings on strategic WM tracts with cognitive domains and diagnostic classifications (MCI vs. CN), and compared them with the relationships of total WML, GM and WM volumes with cognition. The findings suggested that regional WML were independently associated with poorer performance in processing speed and executive function as well as worse global cognition. Different patterns of brain structural measures corresponded with performance in different cognitive domains in ageing population.
Regarding the associations between regional WML loadings on strategic WM tracts and cognition, the current findings suggest that processing speed and executive function share similar WML distribution patterns, including significant associations with WML loadings on forceps minor, as well as bilateral ATR, CST and SLF (including temporal regions) after Bonferroni correction. Processing speed was also associated with WML loadings on CH,
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16 IFOF and UF on the right hemisphere, whereas executive function was additionally associated with IFOF and UF on the left hemisphere. Greater WML on bilateral ATR, CST and SLF including temporal regions, as well as right CH was also associated with poorer global cognition. All the associations between regional WML and cognition were independent of global GM and WM volumes. The relationships of processing speed with bilateral CST and right SLF including temporal part, executive function with left CST and right SLF, as well as global cognition with bilateral CST, were also independent of total WML volumes.
These findings suggest that in community-dwelling older individuals, the distribution of WML associated with processing speed and executive function was similar to that found in disease cohorts (Biesbroek et al., 2017) , by showing the associations of ATR and forceps minor with processing speed, and ATR, forceps minor and SLF with executive function. The current study highlights additional involvement of bilateral CST and SLF, as well as CH, IFOF and UF on the right hemisphere in age-related decline in processing speed, as well as bilateral CST, and left UF and IFOF in executive function decline. CST is a major tract critical for sensorimotor function, and responsible for sending movement information from motor, somatosensory and parietal cortices to spinal cord. A longitudinal study of populationbased older individuals using diffusion tensor imaging (DTI) showed decreased WM microstructural integrity was associated with worse performance in perceptual speed (Lovden et al., 2014) , which was supported by a few cross-sectional investigations, such as (Madden et al., 2012) . As a primary motor pathway, CST is also crucial for executive function. SLF is an association fibre tract connecting frontal, occipital, parietal and temporal lobes. Studies have suggested the association of SLF with processing speed (Turken et al., 2008) . UF is another long association tract connecting limbic system to orbitofrontal cortex. IFOF
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17 connects frontal lobe with occipital and temporal lobes. Both UF and IFOF are crucial association tracts for the ventral intra-hemispheric transfer of information between frontal and occipital, temporal and parietal cortices (Hau et al., 2016) . Deficit of WM microstructural integrity on left UF has been associated with worse executive function in individuals with temporal lobe epilepsy (Diao et al., 2015) . However, the relationship in an ageing population has not been previously reported. The current finding suggested that processing speed tended to be more associated with the ventral connection between frontal lobe and the rest of the cortices on the right hemisphere, whereas executive function was more linked to the connection on the left. However, the hemispheric differences were not statistically significant (p > 0.05).
The current study showed that processing speed was linked to all examined measures, including GM, WM and WML volumes, with total WM volumes accounting for the most variance in processing speed scores. Language domain and CN/MCI classification were only associated with GM volume, with greater impact of cortical GM on language function, and higher volumes in both cortical and subcortical GM regions in CN compared to MCI. Both GM and WM volumes, but not WML volumes, were associated with visuo-spatial function, whereas executive function was only associated with WML, but not GM or WM, volumes.
Global cognition was associated with all examined global volumetric measures. Total GM volumes, especially cortical GM volumes, explained more variance in visuo-spatial function than total WM volumes. Total GM volumes also accounted for more variance in global cognition. WML loadings on strategic WM tracts, especially bilateral CST as well as left ATR and right SLF including the temporal part, explained more variance in executive function than global WML volumes. In summary, the loss of WM had the most contribution to processing speed, whereas GM atrophy was more associated with performance in
18 language, visuo-spatial, and global cognition, as well as CN/MCI classification. Individuals with greater WML, especially regional WML on bilateral CST, left ATR and right SLF (including temporal part), showed poorer performance in executive function. Since the changes in different brain structural indices are not simultaneous in ageing (Jiang et al., 2014) , the distinct associations of age-related cerebral structural degeneration with cognitive domains may underlie asynchronous decline in cognitive domains during ageing (Park and Reuter-Lorenz, 2009), which needs longitudinal studies to confirm.
We also found significantly unequal distribution of WML loadings across strategic WM tracts after taking into account of the size of each tract, with the most WML burden accumulations on forceps major and the least on right cingulum (cingulate gyrus region).
Tract-specific WM degeneration in age population has been reported before using DTI data (de Groot et al., 2015) , although the distribution is not fully consistent with the current finding. The accumulation of WML on forceps major may indicate the age-related deficit of the splenium of corpus callosum (Pekala et al., 2003) . The cingulum is critical for cognitive health in ageing (Metzler-Baddeley et al., 2012) . The intactness of cingulum region may be due to the fact that the community-based participants used in the current study were generally experiencing relatively healthy ageing. In addition, the current finding indicated that the previously observed age-related decrease in the volume of cingulum (Mann et al., 2011) may not be of ischemic origin.
The current study did not replicate the results from the only community-based study examining the association of regional WML with memory (Smith et al., 2011) . The major differences in the study design of the two studies may contribute to the inconsistency of the conclusion. Smith et al. ' s study was carried out on the voxel basis, whereas the current study
19 is a ROI-based investigation. We grouped WML loadings according to strategic WM tracts as our aim was to investigate whether WML accumulations on these tracts were associated with cognition, while in Smith et al.'s study, the voxel-wise analysis was carried out without a specific hypothesis on WM tracts and therefore was not mapped to any WM tractography atlases. The findings from Smith et al.'s voxel-wise analysis were summarized by lobar segmentations, and therefore may not be directly comparable to the current findings.
On average, total void loadings were over five times greater than total WML loadings on strategic WM tracts, suggesting that available JHU WM atlas was not sufficient to conduct a comprehensive LSM study. One of the reasons may be the lack of short WM tracts in the atlas, and this may also partially contribute to the current findings of WML on long tracts being associated with age-related cognitive decline. With the increased accessibility of stateof-the-art MRI techniques, especially ultra-high field, multi-shell and multi-slab DTI with high resolution (Wu et al., 2016) , more detailed WM tractography becomes possible (Azadbakht et al., 2015) . This will undoubtedly lead to more accurate and comprehensive, and therefore more clinically meaningful lesion mapping.
Another limitation of the current study is that there is an overlap between the component tests of processing speed and executive function. Trail Making Test A used to assess processing speed is highly correlated with Trail Making Test B used for executive function. In addition, component tests of processing speed and executive function domains are timed. These factors may partially explain the overlap of current findings for processing speed and executive function.
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In conclusion, we found different patterns of brain structural volumes were associated with different cognitive domains in a community-dwelling sample of older individuals. In addition, we identified independent associations of regional WML on strategic WM tracts with cognitive performance, especially in processing speed and executive function domains.
The findings emphasize the association of regional WM deficit with cognitive decline, and the importance of studying the distribution of structural lesions in ageing and neuropathology. 1946-1950. Duering, M., Gonik, M., Malik, R., Zieren, N., Reyes, S., Jouvent, E., Herve, D., Gschwendtner, A., Opherk, C., Chabriat, H., Dichgans, M., 2013. Identification of a strategic brain network underlying processing speed deficits in vascular cognitive impairment.
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